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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of the claims in the 

application: 

Listing of Claims: 

1 . (amended) A method for the treatment or prevention of conditions or 
diseases of the gastrointestinal tract involving an overproduction of nitric oxide 
(NO) by inducible nitric oxide synthase (iNOS), in a subject in need of such 
treatment or prevention, said method comprising administering to the subject an 
anti-inflammatory effective amount of an inducible nitric oxide synthase selective 
inhibitor or pharmaceutical^ acceptable salt thereof or prodrug thereof, wherein 
the inducible nitric oxide synthase inhibitor is soloctod from tho group 
cons i st i ng of: 

a compound having Formu la I 




4 



wh e r e in: 

R 4 i s se l ected from tho group consisting of H, halo and a l ky l which 
may b e optionally subst i tut e d by on e or mor e halo; 

R 2 is soloctod from tho group consisting of H, halo and a l ky l which 
may b o opt i onally subst i tuted by one or more halo; 
w i th th e proviso that at l east on e of R* or R 2 conta i ns a ha l o; 

R * i s s e l e cted from th e group consisting of H and hydroxy; 
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J i s soloctod from th e group cons i st i ng of hydroxy, a l koxy, and 
NR 3 R^whefemf 

R^is-soioctod from th e group cons i st i ng of H, l ow e r a l ky l , l ow e r 
a l kylony l and l ower a l kynyl; 

R 4 i s so l octed from the group cons i st i ng of H, and a h e t e rocyc li c r i ng i n 
wh i ch at loast on e m e mb e r of th e r i ng i s carbon and i n wh i ch 1 to about 4 
hotoroatoms are i nd o p o nd o nt l y s o loctod from oxygen, n i trogen and su l fur 
a«d — said — heterocyc l ic — ring — may — be — opt i ona ll y — substitut e d — with 
hotoroarylam i no, — N ary l N a l kylamino, — N hotoroary l am i no N a l kylam i no, 

haloa l ky l thio, a l kanoy l oxy, alkoxy, h o toroara l koxy, cyc l oa l koxy, 

cyc l oa l keny l oxy, hydroxy, am i no, th i o, n i tro, l ow e r a l ky l amino, a l ky l th i o, 
a l ky l th i oa l ky l , ary l am i no, aralky l am i no, ary l th i o, a l ky l su l f i ny l , a l ky l sulfonyl, 

a l ky l sulfonamido, a l ky l aminosulfonyl, am i dosulfonyl, monoa l ky l 

am i dosu l fonyl, dialky l am i dosu l fony l , monoary l am i dosu l fony l , 

ary l su l fonam i do, d i ary l am i dosu l fony l , monoa l kyl monoary l am i dosulfony l , 

ary l sulf i nyl, arylsu l fonyl, hotoroary l thio, h o t o roary l su l finyl, 

hotoroary l su l fony l , — a l kanoy l , — a l konoy l , — aroy l , — hotoroaroy l , — aralkanoy l , 
hotoroara l kanoy l , — ha l oalkanoy l , — a l ky l , — a l konyl, — a l kynyl, — alkyl o n o d i oxy, 
ha l oa l kyl e n e d i oxy, cycloa l ky l , cyc l oalkeny l , l ow e r cyc l oa l ky l a l kyl, l ow e r 

cyc l oa l kony l alky l , haio^ ha l oa l ky l , ha l oa l koxy, hydroxyha l oalkyl, 

hydroxyara l ky l , hydroxya l ky l , hydoxyhotoroara l ky l , ha l oalkoxya l ky l , ary l , 
ara l ky l , ary l oxy, ara l koxy, ary l oxyalky l , saturated hotorocyc l y l , part i a ll y 
saturat e d — hot e rocyc l yl, — h e t e roary l , — het e roary l oxy, — h e t e roary l oxya l kyl, 
ary l a l ky l , — hot e roary l a l ky l , — ary l a l keny l , — h e t e roary l a l k e nyl, — cyanoa l ky l , 

d i cyanoa l ky l , carboxam i doa l ky l , d i carboxam i doa l kyl, 

cyanocarboa l koxyalky l , carboalkoxya l ky l , d i carboa l koxyalky l , 

cyanocyc l oa l ky l , d i cyanocyc l oa l ky l , carboxam i docycloa l kyl, 

d i carboxam i docycloalky l , carboalkoxycyanocyc l oa l kyl, 

carboa l koxycyc l oalky l , — dicarboa l koxycyc l oalkyl, — formy l a l ky l , — acy l a l kyl, 
dia l koxyphosphonoa l ky l , d i ara l koxyphosphonoa l ky l , phosphonoa l ky l , 
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dia l koxyphoophonoa l koxy, diaralkoxyphosphonoa l koxy, 

phosphonoalkoxy, d i a l koxyphosphonoalky l am i no, 

d i ara l koxyphosphonoalky l am i no. phosphonoa l ky l am i no, 

d i a l koxyphosphonoa l ky l , d i ara l koxyphosphonoa l ky l , guan i d i no, amid i no, 
and acylamino; 

a compound having a structure corresponding to Formula II 




wherein X is selected from the group consisting of -S-, -S(O)-, and -S(0) 2 -, 
R 12 is selected from the group consisting of Ci-C 6 alkyl, C 2 -C 6 alkenyl, C 2 -C 6 
alkynyl, C1-C5 alkoxy-Ci alkyl, and C r C 5 alkylthio-Ci alkyl wherein each of these 
groups is optionally substituted by one or more substituent selected from the 
group consisting of -OH, alkoxy, and halogen, R 18 is selected from the group 
consisting of -OR 24 and -N(R 25 )(R 26 ), and R 13 is selected from the group 
consisting of -H, -OH, -C(0)-R 27 , -C(0)-0-R 28 , and -C(0)-S-R 29 ; or R 18 is -N(R 30 )- 
, and R 13 is -C(O)-, wherein R 18 and R 13 together with the atoms to which they are 
attached form a ring; or R 18 is -0-, and R 13 is -C(R 31 )(R 32 )-, wherein R 18 and R 13 
together with the atoms to which they are attached form a ring, wherein if R 13 is - 
C(R3 21 )(R 32 )-, then R 14 is -C(0)-0-R 33 ; otherwise R 14 is -H, R 11 , R 15 , R 16 , and 
R 17 independently are selected from the group consisting of -H, halogen, Ci-C 6 
alkyl, C 2 -C 6 alkenyl, C 2 -C 6 alkynyl, and C1-C5 alkoxy-Ci alkyl, R 19 and R 20 
independently are selected from the group consisting of -H, CrC 6 alkyl, C 2 -C 6 
alkenyl, C 2 -C 6 alkynyl, and C1-C5 alkoxy-Ci alkyl, R 21 is selected from the group 
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consisting of -H, -OH, -C(0)-0-R 34 , and -C(0)-S-R 35 , and R 22 is selected from the 
group consisting of -H, -OH, -C(0)-0-R 36 , and -C(0)-S-R 37 ; or R 21 is -0-, and R 22 
is -C(O)-, wherein R 21 and R 22 together with the atoms to which they are attached 
form a ring; or R 21 is -C(O)-, and R 22 is -0-, wherein R 21 and R 22 together with the 
atoms to which they are attached form a ring, R 23 is Ci alkyl, R 24 is selected 
from the group consisting of -H and Ci-C 6 alkyl, wherein when R 24 is C r C 6 alkyl, 
R 24 is optionally substituted by one or more moieties selected from the group 
consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl, R 25 is selected from 
the group consisting of -H, alkyl, and alkoxy, and R 26 is selected from the group 
consisting of -H, -OH, alkyl, alkoxy, -C(0)-R 38 , -C(0)-0-R 39 , and -C(0)-S-R 40 ; 
wherein when R 25 and R 26 independently are alkyl or alkoxy, R 25 and R 26 
independently are optionally substituted with one or more moieties selected from 
the group consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl; or R 25 is -H; 
and R 26 is selected from the group consisting of cycloalkyl, heterocyclyl, aryl, and 
heteroaryl, R 27 , R 28 , R 29 , R 30 , R 31 , R 32 , R 33 , R 34 , R 35 , R 36 , R 37 , R 38 , R 39 , and R 40 
independently are selected from the group consisting of -H and alkyl, wherein 
alkyl is optionally substituted by one or more moieties selected from the group 
consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl, wherein when any of 

D 11 o 12 D 13 P 14 D 15 P 16 D 17 P 18 D1Q9 R 20 D 21 P 22 P 23 P 24 P 25 P 26 R 27 

r28 r29 r3 o R 3i r32 R 33 R 34 R 35 R 36 R 37 R 38 R 39 and r^o independently is a 
moiety selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxy, 
alkylthio, cycloalkyl, heterocyclyl, aryl, and heteroaryl, then the moiety is 
optionally substituted by one or more substituent selected from the group 
consisting of -OH, alkoxy, and halogen; 

and wherein the compound is selected from the group consisting of: 




2HCI 
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S-r2-r(1-lminoethyl)amino1ethvn-2-methvl-L-cvsteine, dihydrochloride: 



NH H 3 COH 2 C C NH 2 

H 3 C N^^^ S ^^^C0 2 H 
H 

2HCI 



2-rrr2-r(1-lminoethvhamino1ethvnthio1methvn-0-methvl-D-serine. 

dihydrochloride: 



NH H 3 CH 2 C „NH 2 

H 3 C N C0 2 H 
2HCI 



S-f2-r(1-lminoethvl)amino1ethvn-2-ethvl-L-cysteine, dihydrochloride; 



CH 3 

NH H 3 C— 1 „NH 2 

X ^ S >i 
H 3 C N C0 2 H 

2HCI 



2-rrrr2-(1-lminoethvl)amino1ethvnthio1methvn-D-valine. dihydrochloride: 
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H ? C N 



S-r2-(1-lminoethvlamino)ethvn-2-methvl-(D/L)-cvsteine. bistrifluoroacetate; 



NH O H 3 C NH-, 

H3C^N^^ S ^^C0 2 H 
H 2HCI 



(2R)-2-Amino-3rr2-r(1-iminoethvnaminolethvl1sulfinvn-2-methvlpropanoic 

acid, dihvdrochloride; and 



NH 

x 

H 3 C N 
3 H 



0 H 3 C MHo 
C0 2 H 
2HCI 



i 

O 



(2R)-2-Amino-3rr2-r(1-iminoethvnamino1ethvl1sulfonvl1-2-methvlpropanoic 
acid dihvdrochloride. 

a compound r e pr e s e nt e d by Formu l a III 




wh e r ei n: 

R 4 * i s H or m e thy l ; a nd 
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R is H or mothyl; 

a compound of formu l a I V 




^ 

a compound of Formu l a V: 




NH 

V 

wh e r e in: 

R 43 i s s ol octod from th o group consist i ng of hydrog e n, ha l o, C ^-C^ alky ! and 
a l ky l subst i tuted by a l koxy or one or more ha l o; 

R 44 i s s olo ct o d from th e group consist i ng of hydrogen, ha l o, C i-Gs -a l ky l and C 4-G5 
a l ky l subst i tuted by a l koxy or ono or more ha l o; 

R 45 4s^& r G§ a l ky l or C ±-&$ a l ky l bo subst i tut e d by a l koxy or on e or mor e ha l o; 
a compound of Formu l a V I : 
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VI 

wh e r ei n: 

R^-is-Gi-G^ a i ky l , sa i d C +-G§- a i kyi opt i ona ll y subst i tut e d by halo or alkoxy, sa i d 
alkoxy opt i ona ll y substitut e d by on e or mor e ha l o; 
a compound of Formula V II 



48 




wh e r ei n: 

R 47 is s o l o ct o d from th e group cons i st i ng of hydrog e n, ha l o, C r-G^ alky l and CU -G§ 
a l ky l subst i tuted by a l koxy or on e or mor e ha l o; 

R 48 i s s e l e ct e d from th e group cons i st i ng of hydrog e n, ha l o, C ^-G^ a l ky l and C 4-G5 
a l ky l subst i tut e d by a l koxy or on e or mor e ha l o; 

R 49 4s^ r G§ alky l or C+ -G§ al ky l b o substituted by a l koxy or on e or mor e ha l o; 
a compound of Formu l a V III 



H 




V4U 

wh e r ei n: 
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R^-is^-Gs-al ky l , sa i d C ^-G ^a l kyl opt i onally substitut e d by halo or a l koxy, sa i d 
alkoxy opt i onally subst i tut e d by on e or mor e halo; 
a compound of formu l a IX 



wh e r ei n: 

i s s ele ct e d from the group cons i st i ng of hydrog e n, ha l o, and C i-G§ 
a l kyl, said C ^-G§- alky l opt i onal l y substitut e d by ha l o or a l koxy, sa i d a l koxy 
optiona ll y subst i tut e d by on e or mor e ha l o; 

R^ is select e d from tho group consisting of hydrog e n, ha l o, and C4 -G& 
alky l , sa i d CU -G^ alkyl opt i onal l y substitut e d by halo or a l koxy, sa i d a l koxy 
opt i ona ll y subst i tut e d by on e or mor e halo; 

R^-te-Gi-Gg- a l ky l , sa i d C ^-G^ alky l opt i ona ll y substitut e d by ha l o or alkoxy, 
sa i d a l koxy opt i ona ll y subst i tut e d by one or mor e ha l o; 
R^ is s ele ct e d from th e group cons i st i ng of hydrog e n, ha l o, andCi -Gs 
a l kyl, said d -G^ alky l opt i onal l y subst i tut e d by ha l o or a l koxy, sa i d alkoxy 
opt i ona ll y'subst i tut e d by on e or more ha l o; and 

R^ls sol o ct e d from th e group cons i sting of halo a nd eU -G§_ alkyl, sa i d C4- 
G^ a l ky l opt i ona ll y subst i tut e d by halo or a l koxy, sa i d alkoxy opt i ona ll y 
subst i tut e d by ono or mor e halo; 

a compound of formu l a X 
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NH 

X 

wh e r ei n: 

R §§ -4s^rG§- a l ky l 1 said C^ -Gs- a l ky l optiona ll y subst i tut e d by halo or a l koxy, 
said a l koxy opt i ona ll y subst i tuted by on e or mor e ha l o. 

a compound having the formula XI 



T 

NH 



T H V N 



NH2 



2S am i no 6 [(1 im i no o thy l )am i no] N (1H t e trazo l 5 y l ) h e xanamid e , hydrat e , 
d i hydroch l or i d e 



A compound of formu l a X II : 



CH 3 NH 2 




XH 

wh o r o in R 78 i s s ele cted from C4-4 a l ky l , cycloa l ky l , C4-4 hydroxya l ky l , 
and C 4-4 ha l oalkyl; 

a compound of Formu l a X III , Formu l a X I V or Formula XV: 
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Q R 



58 



(C(R 70 )H) m 



V 



(C(R°')H) q — (C(R DO )H) r — C (C(R )R ) n — A 



,72 



z^x 



N 



W 



Formu l a X III ; 




■(C(R 69 )R 75 ) n — A 



N 



w- 

Formu l a X I V; or 



N 
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wh e r ei n: 

A i s - R § V-QR § 6 , C(0)N(R §6 )R &? , P(0)[N(R §6 >R §? } 2r -N4R §e )C(0)R §? 7 - 
U{R m )C (0)OR §e T -N(R 66 )R 76 T 

N(R 7 4 )C(Q)N(R §6 )R^ , S(0) t R ss 7 -SO 2 NHC(0)R S6 , NHSO3 RV 

SQ 2 NH(R §6 )H, C(0)NHS0 2 R ?7 , and CH-NOR^ t 
e aGh X, Y and Z ar e i nd e p e nd e nt l y N or C(R^ 

e ach U i s N or C(R 6 0 ), prov i d e d that U i s N on l y wh e n X i s N and Z and Y ar e 

V i s N(R^), S, O or CCR 58 )^ 
Each W is N or CH; 

Q i s chos e n from th e group cons i st i ng of a d i r e ct bond, C(O) , O , C(~N R 5 6 )^ 

S(0) t , and N(R ^H 

m i s z e ro or an i nt e g e r from 1 to 4 ; 

n i s z e ro or an i nt e g e r from 1 to 3; 

q i s z e ro or on e ; 

r i s z e ro or on e , provided that wh e n Q and V aro h o t o roatoms, m, q, and r cannot 
a ll b e z e ro; 

wh e n A is OR §6 ^N(R § § )C(0)R §? r -N{R ? 4 )C(0)OR § ? 7 -N(R §6 )R 76 r - 

N(R ^)C(Q)N(R 66 )R^ , S(0) t R S6 (whore t i s zoro), or NHS0 2 R w , n, q, and r 
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cannot a ll bo z o ro; and whon Q is a h o t o roatom and A is O R §6 r N(R 6§ )G(0)R &7 r - 
^^)G(0)qr^-^s|(R^)R^ t 44(R^)C (O) N ( R^ 74 , S(0\R m (wh e n t is z e ro), or 

NHSO^ R 7 *, m and n cannot both b e z o ro; 
t is zero, on e or two; 




is an optiona ll y substitut e d N h e t e rocyc l y l ; 



-©- ,. , 

x y i s an opt i ona l ly subst i tut e d carbocyc l y l or opt i onally subst i tut e d 

N h e t e rocyc l y l ; 

e ach R m and R^ 7 ar e i nd e p e nd e nt l y chos e n from th e group cons i st i ng of 
hydrog e n, opt i ona ll y subst i tut e d C ^-G^ o a l ky l , opt i ona ll y subst i tut e d cyc l oalky l , 
-tG<rGgal kyl] R ^HCg-Cg a l k o nyl] R^ T-fGg-Gg alkyny l ] R^ HCa-C g a I ky I ] R^ 
(opt i ona ll y subst i tut e d by hydroxy), — [Gi-GgJ-R 68 (opt i ona ll y subst i tut e d by 
hydroxy), opt i ona ll y subst i tut e d h e t e rocyc l y l ; 

ef-R^ and R 57 tog e th e r w i th th e n i trog e n atom to wh i ch th e y ar e attach e d is an 
opt i onal l y substitut e d N het e rocyc l y l ; 

R m is chos o n from th e group cons i sting of hydrog e n, a l ky l , cyc l oa l ky l , optiona l ly 

subst i tut e d ary l , ha l oa l ky l , [C +-G 8 a l kyl] C(0)N(R g6 )R §7 T 

-fGi-Gg a l ky l ] NtR ^V^-G g a l ky l ] R^H^-Cg a l k2y l ] R w 7 

-{G^-Gg alkyl] R 66 and h o t e rocyc l y l (opt i ona l ly substitut e d by on e or mor e 

subst i tut e nts s ele ct e d from th e group cons i st i ng of ha l o, a l ky l , a l koxy and 

i midazolyl); 

or wh e n Q is N(R M ) or a dir e ct bond to R ^VR 58 may add i t i ona l ly b e 
aminocarbony l , 

a l koxycarbony l , a l ky l su l fonyl, monoa l ky l am i nocarbony l , dialky l am i nocarbony l and 
C(-NR ^H4H 2 | 
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or - Q FT * t a k o n tog e th e r r e pr e s e nts C(0)OH, C(0)N(R ^)R^-qf 




R i s chos e n from th e group consisting of hydrog e n, a l ky l , ary l , ara l ky l and 
cyc l oa l ky l ; 

Prov i d e d that wh e n A i s R 56 or OR^t-R^ cannot b e hydrog e n, and wh e n V is 
CH, R ^ 9 may additiona ll y b e hydroxy; 

R 60 is chos e n from th e group cons i st i ng of hydrog e n, a l ky l , ary l , ara l ky l , haloa l ky l , 
opt i ona ll y subst i tut e d ara l ky l , opt i onal l y subst i tut e d ary l , OR 74 , S(0)rR n T 



R i s chos e n from th e group cons i st i ng of hydrog e n, a l ky l , cyc l oa l ky l , 
-[Gi-G s a l ky l ] R § V{G a -G g]a l ky l ] R^ HGi-G g a l ky l ] R 66 , acy l , C(0)R 6 3 T 
- C(O) — a l ky l j - R 63 , alkoxycarbony l , opt i ona ll y substitut e d ary l oxycarbony l , 
opt i ona ll y subst i tut e d ara l koxycarbony l , a l ky l su l fony l , opt i onal l y subst i tut e d ary l , 
opt i onally subst i tuted het e rocyc l y l , a l koxycarbonyla l kyl, carboxy al ky l , optiona ll y 
subst i tut e d ary l su l fony l , am i nocarbony l , mono al ky l am i nocarbonyl, 
d i a l kylam i nocarbony l , opt i onal l y subst i tut e d ary l am i nocarbony l , am i nosu l fony l , 
monoa l ky l am i nosu l fony l d i a l ky l am i nosu l fony l , ary l am i nosu l fony l , 
ary l su l fonylaminocarbony l , opt i ona ll y subst i tut e d N h e t e rocyc l y l , C(~NH) 
N(CN)R §6 , C(0)R 7 ^44(R §§ )R §7 , C(O) N(R &6 )R 7g C(0)QR §6 | 
o ach R 63 and R 64 ar e i nd e p e nd e nt l y chos e n from the group cons i st i ng of 
ha l oalky l , 

cycloalkyl, (opt i ona ll y subst i tut e d with ha l o, cyano, a lky l or a l koxy), carbocyc l yl 
(opt i onal l y subst i tut e d w i th on e or mor e subst i tu e nts s ele ct e d from th e group 
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cons i sting of halo, a l ky l and a l koxy) and h e terocyc l y l (opt i ona ll y substitut e d w i th 
a l ky l , ara l ky l or alkoxy); 

e ach R 65 i s independ e nt l y chos e n from th e group consist i ng of ha l o, alkoxy, 
optional l y 

subst i tut e d ary l oxy, opt i ona ll y subst i tut e d ara l koxy, opt i ona l ly subst i tut e d -- S(0) t 
R 7 7 , acylam i no, am i no, monoalky l am i no, d i alky l am i no, (tr i ph o nylmethy l )am i no, 
hydroxy, m e rcapto, a l kylsu l fonamido; 

e ach R 66 i s i nd e p e ndent l y chos e n from th e group cons i st i ng of cyano, 
d i (a l koxy)alky l ) 

carboxy, a l koxycarbony l , aminocarbonyl, monoa l kylaminocarbony l and 
dia l kylam i nocarbony l ; 

oach R s VR 6 VR g VR 7 VR 72 , and R 7 ^ are i nd e p e ndent l y hydrog e n or a l ky l ; 
e ach R 7 * i s ind e p e nd e nt l y hydrog e n, a l ky l , opt i ona ll y subst i tut e d ary l , optiona ll y 
substitut e d ara l ky l or cyc l oa l ky l ; 
R n i s hydrog e n, NCb, or to l u e n e sulfony l ; 

e ach R 74 i s i nd e p e nd e nt l y hydrog e n, a l ky l (opt i ona ll y subst i tut e d w i th hydroxy), 
cyclopropy l , ha l o or ha l oa l ky l ; 

e ach R 76 i s i nd e p e nd e nt l y hydrog e n, alkyl, cycloa l ky l , opt i ona ll y subst i tut e d ary l , 
opt i ona ll y substitut e d ara l ky l , C(0)R ^ or SCb R 7 ^ 

ofR 76 takon tog e th e r w i th R 56 and th e n i trog e n to wh i ch th e y are attach e d is an 
opt i ona ll y 

subst i tut e d N h e t e rocyc l y l ; 

ofR 76 tak e n tog e th e r w i th R 7 * and th e n i trogen to which th e y ar e attach e d is an 
opt i ona ll y 

subst i tuted N h e t e rocyc l y l ; 

o ach R 77 i s i nd e p e nd e nt l y alkyl, cyc l oa l ky l , opt i ona l ly subst i tut e d ary l or optiona ll y 

subst i tut e d a ralky l ; and 

R 76 i s an amino ac i d r e sidu e ; and 

PPA250 
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or a pharmaceutical^ acceptable salt or prodrug of any of said inducible nitric 
oxide synthase inhibitors. 

2. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is selected from the group consisting of 
inflammatory bowel disease, Crohn's disease, ulcerative colitis, peptic ulcer 
disease, gastric ulceration, duodenal ulceration, gastritis, ileitis, 
gastroesophageal reflux disease, irritable bowel syndrome, paralytic ileus and 
diarrhea. 

3. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is inflammatory bowel disease. 

4. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is Crohn's disease. 

5. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is ulcerative colitis. 

6. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is gastritis. 

7. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is ileitis. 
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8. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is peptic ulceration. 

9. (original) The method of claim 8 wherein the condition or 
disease of the gastrointestinal tract is gastric ulceration. 

10. (original) The method of claim 8 wherein the condition or 
disease of the gastrointestinal tract is duodenal ulceration. 

1 1 . (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is esophagitis. 

12. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is gastroesophageal reflux disease. 

13. (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is irritable bowel syndrome. 

14. (original) The method of Claim 1 wherein the condition or 
disease of the gastrointestinal tract is selected from group consisting of peptic 
ulcer disease and gastritis, said method further comprising administering to the 
subject an amount of an antimicrobial compound or pharmaceutical^ acceptable 
salt thereof or prodrug thereof, wherein the amount of the inducible nitric oxide 
synthase selective inhibitor and the amount of the antimicrobial compound 
together constitute an amount effective against the condition or disease of the 
gastrointestinal tract. 

15. (original) The method of Claim 14 wherein the antimicrobial 
compound comprises an antibiotic compound. 

16. (original) The method of Claim 14 wherein the antimicrobial 
compound comprises at least one compound selected from the group consisting 
of the following: amoxicillin, clarithromycin, rifabutin, bismuth subsalicylate, 
metronidazole, and tetracycline. 
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17. (original) The method of Claim 1 further comprising 
administering to the subject an amount of an antisecretory compound or 
pharmaceutical^ acceptable salt thereof or prodrug thereof, wherein the amount 
of t he i nducible n itric oxide s ynthase s elective i nhibitor a nd t he amount o f t he 
antisecretory compound together constitute an amount effective against the 
condition or disease of the gastrointestinal tract.1 

18. (original) The method of Claim 17 wherein the antisecretory 
compound comprises a proton-pump inhibitor. 

19. (original) The method of Claim 17 wherein the antisecretory 
compound comprises omeprazole. 

20. (original) The method of Claim 17 wherein the antisecretory 
compound comprises an H2.receptor anatagonist. 

21. (original) The method of Claim 20 wherein the antisecretory 
compound comprises ranitidine. 

22. (amended) A method for the treatment or provont i on of 
inflammatory conditions or diseases of the gastrointestinal tract involving an 
overproduction of nitric oxide (NO) by inducible nitric oxide synthase 
(iNOS) and microbial infection, in a subject in need of such treatment or 
prevention, said method comprising administering to the subject an amount of an 
inducible nitric oxide synthase selective inhibitor or pharmaceutical^ acceptable 
salt thereof or prodrug thereof, and an amount of an antimicrobial compound or 
pharmaceutical^ acceptable salt thereof or prodrug thereof, wherein the amount 
of the inducible nitric oxide synthase selective inhibitor and the amount of the 
antibiotic compound together constitute an amount effective against the condition 
or disease of the gastrointestinal tract, wherein the inducible nitric oxide synthase 
inhibitor is solootod from tho group cons i sting of: 

a compound hav i ng Formula I 
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wh o r oi n: 

R 4 i s s ele cted from the group cons i st i ng of H, ha l o and a l kyl wh i ch 
may be opt i ona ll y subst i tut e d by one or mor e halo; 

R 2 i s se l ected from tho group cons i st i ng of H, halo and a l ky l wh i ch 
may bo opt i onal l y subst i tuted by one or more halo; 
with th e proviso that at le ast on e of R 4 or R 2 conta i ns a ha l o; 

R 7 i s s ele cted from tho group consist i ng of H and hydroxy; 

J i s s ele ct e d from tho group cons i st i ng of hydroxy, a l koxy, and 
NR a R ^wh o roin; 

R^i s s e l e cted from th e group cons i st i ng of H, l ow e r a l ky l , l ow e r 
a l ky l onyl and l ow e r a l kyny l ; 

R 4 i s s el ected from th e group consist i ng of H, and a h e t e rocyc l ic r i ng in 
wh i ch at l e ast one member of the r i ng i s carbon and i n wh i ch 1 to about 4 
h e t o roatoms ar e i ndependent l y s e l e ct e d from oxyg e n, n i trogen and sulfur 
and — said — het e rocyc li c — ring — may — be — optiona ll y — subst i tut e d — with 
hotoroary l am i no, — N - ary l- N - a l ky l am i no, — N - h e t e roary l am i no - N - a l ky l am i no, 

ha l oa l kylth i o, alkanoy l oxy, a l koxy, hotoroara l koxy, cyc l oalkoxy, 

cyc l oa l k e ny l oxy, hydroxy, amino, th i o, n i tro, lower a l ky l am i no, a l kylthio, 
a l ky l th i oa l ky l , ary l am i no, ara l ky l am i no, ary l th i o, a l kylsulf i ny l , a l ky l su l fony l , 

alky l su l fonam i do, a l kylam i nosu l fonyl, am i dosu l fonyl, monoa l ky l 

amidosulfony l , dia l ky l amidosulfonyl, monoarylam i dosu l fony l , 

ary l su l fonam i do, d i ary l amidosu l fony l , monoa l ky l monoary l am i dosu l fony l , 
ary l su l f i nyl, arylsulfony l , h e toroary l th i o, h e t e roarylsulfiny l , 
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h o t o roary l su l fony l , — a l kanoy l , — a l konoy l , — aroyl, — hotoroaroy l , — ara l kanoy l , 
hotoroaralkanoy l , — ha l oalkanoy l , — alkyl, — alkonyl, — a l kyny l , — a l ky l onod i oxy, 
haloa l ky l onodioxy, oyc l oalky l , cyc l oa l kony l , l ower cyc l oa l ky l a l ky l , l owor 

cyc l oa l k o ny l alky l , hale* haloa l ky l , ha l oa l koxy, hydroxyhaloa l kyl, 

hydroxyaralky l , hydroxyalkyl, hydoxyh e t e roara l ky l , ha l oalkoxya l ky l , ary l , 
ara l ky l , ary l oxy, ara l koxy, ary l oxyalky l , saturated hotorocyc l y l , part i a ll y 
saturated — hotorocycly l , — h e t e roary l , — h e t e roary l oxy, — h e toroary l oxya l ky l , 
aryla l ky l , — hotoroary l alky l , — ary l a l kony l , — hotoroary l a l konyl, — cyanoa l kyl, 

d i cyanoa l ky l , carboxam i doa l ky l , d i carboxam i doa l ky l , 

cyanocarboa l koxya l ky l , carboa l koxya l ky l , d i ca rb oa I koxy a I ky I , 

cyanocyc l oa l kyl, dicyanocyc l oa l ky l , carboxam i docyc l oalkyl, 

d i carboxam i docyc l oa l ky l , carboa l koxycyanocyc l oa l kyl, 

carboa l koxycyc l oa l ky l , — d i carboa l koxycyc l oa l ky l , — formy l a l ky l , — acylalky l , 

dia l koxyphosphonoa l ky l , d i ara l koxyphosphonoa l ky l , phosphonoa l kyl, 

d i a l koxyphosphonoa l koxy, d i ara l koxyphosphonoa l koxy, 

phosphonoa l koxy, d i a l koxyphosphonoa l ky l am i no, 

d i ara l koxyphosphonoalky l amino, phosphonoa l kylam i no, 

dia l koxyphosphonoa l ky l , diara l koxyphosphonoa l ky l , guanid i no, am i d i no, 
and acylam i no; 

a compound having a structure corresponding to Formula II 
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wherein X is selected from the group consisting of -S-, -S(O)-, and -S(0) 2 -, 
R 12 is selected from the group consisting of Ci-C 6 alkyl, C 2 -C 6 alkenyl, C 2 -C 6 
alkynyl, C1-C5 alkoxy-Ci alkyl, and C1-C5 alkylthio-Ci alkyl wherein each of these 
groups is optionally substituted by one or more substituent selected from the 
group consisting of -OH, alkoxy, and halogen, R 18 is selected from the group 
consisting of -OR 24 and -N(R 25 )(R 26 ), and R 13 is selected from the group 
consisting of -H, -OH, -C(0)-R 27 , -C(0)-0-R 28 , and -C(0)-S-R 29 ; or R 18 is -N(R 30 )- 
, and R 13 is -C(O)-, wherein R 18 and R 13 together with the atoms to which they are 
attached form a ring; or R 18 is -0-, and R 13 is -C(R 31 )(R 32 )-, wherein R 18 and R 13 
together with the atoms to which they are attached form a ring, wherein if R 13 is - 
C(R3 21 )(R 32 )-, then R 14 is -C(0)-0-R 33 ; otherwise R 14 is -H, R 11 , R 15 , R 16 , and 
R 17 independently are selected from the group consisting of -H, halogen, C1-C6 
alkyl, C 2 -C 6 alkenyl, C 2 -C 6 alkynyl, and C r C 5 alkoxy-Ci alkyl, R 19 and R 20 
independently are selected from the group consisting of -H, Ci-C 6 alkyl, C 2 -C 6 
alkenyl, C 2 -C 6 alkynyl, and C r C 5 alkoxy-Ci alkyl, R 21 is selected from the group 
consisting of -H, -OH, -C(0)-0-R 34 , and -C(0)-S-R 35 , and R 22 is selected from the 
group consisting of -H, -OH, -C(0)-0-R 36 , and -C(0)-S-R 37 ; or R 21 is -0-, and R 22 
is -C(O)-, wherein R 21 and R 22 together with the atoms to which they are attached 
form a ring; or R 21 is -C(O)-, and R 22 is -0-, wherein R 21 and R 22 together with the 
atoms to which they are attached form a ring, R 23 is Ci alkyl, R 24 is selected 
from the group consisting of -H and Ci-C 6 alkyl, wherein when R 24 is Ci-C 6 alkyl, 
R 24 is optionally substituted by one or more moieties selected from the group 
consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl, R 25 is selected from 
the group consisting of -H, alkyl, and alkoxy, and R 26 is selected from the group 
consisting of -H, -OH, alkyl, alkoxy, -C(0)-R 38 , -C(0)-0-R 39 , and -C(0)-S-R 40 ; 
wherein when R 25 and R 26 independently are alkyl or alkoxy, R 25 and R 26 
independently are optionally substituted with one or more moieties selected from 
the group consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl; or R 25 is -H; 
and R 26 is selected from the group consisting of cycloalkyl, heterocyclyl, aryl, and 
heteroaryl, R 27 , R 28 , R 29 , R 30 , R 31 , R 32 , R 33 , R 34 , R 35 , R 36 , R 37 , R 38 , R 39 , and R 40 



-23- 



U.S. Serial No. 10/626,941 
Amendement Dated 8 September 2004 
Response of Office Action mailed 9 June 2004 

independently are selected from the group consisting of -H and alkyl, wherein 
alkyl is optionally substituted by one or more moieties selected from the group 
consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl, wherein when any of 



R11 D 12 D 13 p14 p15 p16 D 17 p18 piq9 p20 D 21 p22 p23 p24 p 25 D 26 p27 

R 28 , R 29 , R 30 , R 31 , R 32 , R 33 , R 34 , R 35 R 36 , R 37 , R 38 , R 39 , and R 40 independently is a 



moiety selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxy, 
alkylthio, cycloalkyl, heterocyclyl, aryl, and heteroaryl, then the moiety is 
optionally substituted by one or more substituent selected from the group 
consisting of -OH, alkoxy, and halogen; 

and wherein the compound is selected from the group consisting of: 



S-r2-r(1-lminoethyl)amino1ethvn-2-methvl-L-cvsteine. dihydrochloride; 




NH 



2HCI 




NH 



2HCI 



2-rrr2-r(1-lminoethvl)amino1ethvnthio1methvn-0-methvi-D-serine. 

dihydrochloride; 




NH 



2HCI 
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S-r2-r(1-lminoethvl)amino1ethvn-2-ethvl-L-cvsteine. dihvdrochloride; 



NH 

A 

H 3 C N' 
3 H 



CH 3 
H 3 C— I NH 2 



C0 2 H 



2HCI 



2-rfrr2-(1-lminoethvl)amino1ethvnthio1methyll-D-valine, dihvdrochloride; 




2TFA 



S-r2-(1-lminoethvlamino)ethvn-2-methvl-(D/L)-cvsteine. bistrifluoroacetate; 



NH O H 3 C NH 2 

H 3 C^ N -^^ S \^C0 2 H 
H 2HCI 



(2R)-2-Amino-3rr2-r(1-iminoethvl)amino1ethvnsulfinvl1-2-methvlpropanoic 

acid, dihvdrochloride: and 
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NH O H 3 C NH 2 

H 3 C^N / ^iK-/X0 2 H 
H O 

2HCI 



(2ff)-2-Amino-3rr2-r(1-iminoethvl)amino1ethvl1sulfonvn-2-methvlpropanoic 
acid dihydrochloride, 

a compound r e present e d by Formu la 111 




III 



where i n: 

R 4 * is H or methy l ; and 
R 42 i s H or methy l ; 

a compound of formu l a I V 




m 

a compound of Formu l a V: 
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NH 

V 

wher e in: 

R 43 is se l ected from the group consist i ng of hydrogen, ha l o, C4 -G§_ a l ky l and 

Gi-G$_ a l ky l subst i tut e d by a l koxy or one or more halo; 

R 44 i s se l ected from th e group consisting of hydrog e n, ha l o, C i-G^ a l ky l and 

G1-G5 alky l subst i tuted by a l koxy or one or more ha l o; 

R 45 i s a l ky l or C 4-G 5 a l ky l b e subst i tut e d by a l koxy or one or mor e 

halo; 

a compound of Formu l a V I : 




NH 



wh e r ei n: 

R 46 i s Ci -C^ a l ky!, sa i d C 4 -G^ alky l opt i ona ll y subst i tuted by ha l o or a l koxy, 
said alkoxy opt i ona ll y subst i tuted by one or more halo; 
a compound of Formu l a V II 
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48 




wh e r ei n: 

R 47 is so l octod from th e group consisting of hydrogen, ha l o, C 4 -G^ a l ky l and 

G4-Gs_ a l ky l subst i tuted by alkoxy or one or more ha l o; 

R 48 is so l octod from the group cons i st i ng of hydrogen, ha l o, Ci -G^ a l kyl and 

G4-G5 a l ky l subst i tuted by alkoxy or one or more ha l o; 

R 4 8 i s C4 -G5 alkyl or C 1-G5 a l ky l bo subst i tuted by a l koxy or one or more 

ha l o; 

a compound of Formu l a V III 



H 




where i n: 

R 5 0 i s C i-G§_ a l kyl, sa i d Ci -Gs. a l ky l opt i ona ll y substitut e d by ha l o or a l koxy, 
sa i d a l koxy optional l y subst i tuted by one or more ha l o; 
a compound of formu l a I X 
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R 



50 



R 



51 



H 




CQ 2 H 



NH 



R DZ NH 2 



wh e r ei n: 



R i s sel e cted from the group cons i st i ng of hydrogen, ha l o, and C*- 

G^ a l ky l , sa i d C 4 -C 5 a l ky l opt i ona ll y subst i tuted by ha l o or a l koxy, said 

a l koxy opt i onally substitut e d by on e or more ha l o; 

R 54 i s s el ected from the group consist i ng of hydrog e n, ha l o, and C r 

Gs- a l ky l , sa i d C ^-C^ a l ky l optiona ll y subst i tut e d by ha l o or alkoxy, sa i d 

a l koxy opt i ona ll y substitut e d by on e or mor e ha l o; 

R 52 is C i-Gs- alky I , sa i d C ^-G^ a l ky l opt i onal l y subst i tuted by ha l o or 

a l koxy, sa i d a l koxy optiona l ly subst i tut e d by on e or more ha l o; 

R 63 i s selected from the group consisting of hydrogen, halo, andC 4 - 

G^ a l ky l , sa i d C i-Gg_ alky l opt i ona l ly subst i tuted by ha l o or alkoxy, sa i d 

a l koxy opt i ona ll y substituted by one or more ha l o; and 

R* hs se l ected from the group consist i ng of ha l o and C 4 -G 5 a l ky l , said 

Gi-Gs_ alky l opt i onally subst i tuted by ha l o or a l koxy, sa i d a l koxy 

opt i ona ll y substituted by one or more ha l o; 

a compound of formu l a X 



H 3 C 




CQ 7 H 



NH 



X 



wherein: 
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R^-is-Gi-Gs- a l ky l , sa i d C 1-C5 a l kyl opt i ona ll y subst i tuted by ha l o or 
alkoxy, sa i d a l koxy opt i ona ll y substituted by one or moro ha l o. 

a-eemp our.d having the formula XI 



2S am i no 6 [(1 -i m i noothy l )am i no] - N - (1H totrazo l 5 y l ) hoxanam i do, hydrate, 
d i hydroch l or i d e 

X4 

A compound of formula X II : 




NH 



NH2 



CH 3 



NH 2 




S 



H 2 N" 



CQ 2 H 




hydroxya l ky l , and C 4-4 ha l oalky l ; 



a compound of Formu l a X I I I , Formula XIV or Formu l a XV: 



-30- 



U.S. Serial No. 10/626,941 
Amendement Dated 8 September 2004 
Response of Office Action mailed 9 June 2004 



Q R 



58 



V 



(C(R 70 )H) m 

(C(R 67 )H) q — (C(R 68 )H) r — C (C(R 69 )R 75 ) n — A 



R 



72 



N 



W- 



Formu l a XIII; 




■(C(R 69 )R 75 ) n — A 



N 



Formu l a X I V; or 



N 
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V 



(C(R D ')H) q — (C(R°°)H) r - 




(C(R )R ) n — A 




N 



Formu l a XV; 



whoroin: 



A i s R 6 VOR 56 , C(0)N(R 66 )R 5 7 , P(0)[N(R 66 >R S7 } 2r -N(R 66 )C(0)R w ^ 
N(R^)C(0)OR 56 ^-N(R 66 >R 76 y 

444R n )C(0)N(R 66 )R ^, S(0) t R 56 ^-SQ a NHC(Q)R S 6 , - NHSQ 3 R 77 r - 



oach X, Y and Z are i nd e p e nd e nt l y N or C(R 
each U i s N or CIR 60 ), prov i ded th a t U is N only when X i s N and Z and Y aro 

CR 74 | 

V i s N(R 6 9 ), S, O or C(R 59 )Hf 
Each W i s N or CH; 

Q i s chosen from the group consist i ng of a d i rect bond, - C(O) , O , C(~N 

R 66 ) , S(0) t , and N(R 64 H 

m i s zero or an i nteger from 1 to 4 ; 

n is z e ro or an i nteg e r from 1 to 3; 

q is zero or one; 

r is zero or one, prov i ded that when Q and V aro hotoroatoms, m, q, and r 
cannot a l l bo zero; 

when A i s - OR^ r ^4(R 66 )C(0 ) R 67 T --N(R 74 )C(0)OR 6 ? T -N(R 66 )R 76 r- 

NiR^ lCtOlNfR 5 6 ^ 74 , S(0)tR M (whore t i s zero), or NHSO zR 77 , n, q, and r 
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cannot a l l bo zero; and whon Q is a hotoroatom and A i s - OR 56 , 
N(R^ )C(0)R w H4(R w )C(0)OR w H4(R 66 )R 76 r N(R n )C(0)N(R S 6 >R ", -S(Q) t R 66 
(whe n t i s zoro), or NHSO gR 7 7 , m and n cannot both bo zoro; 
t i s zoro, ono or two; 

i s an opt i ona ll y substituted N - hotorocycly l ; 

-©- 

N — i s an opt i onal l y substituted carbocyc l y l or opt i ona ll y 
subst i tuted N - h e t e rocyc l y l ; 

e ach R 66 and R 57 ar e i nd e p e nd e nt l y chos e n from th e group cons i sting of 
hydrog e n, optional l y subst i tut e d G4 -G20 a l ky l , optiona ll y subst i tut e d 
cyc l oalky l , 

fC n Co n lkvll P 64 TC ^ Co al kcrwll R 64 rC ? Co a lkvnvll R 64 rC ? C P n lkvM R^ 6 
(opt i ona ll y subst i tut e d by hydroxy), - [C i-Ggl-R 66 (optiona l ly subst i tuted by 
hydroxy), opt i ona ll y subst i tuted h e terocyc l y l ; 

or-R* 6 and R 67 together with tho n i trogon atom to wh i ch thoy arc attached i s 
an optiona ll y subst i tuted N - hot o rocyc l y l ; 

R 58 i s chosen from tho group cons i st i ng of hydrogon, a l kyl, cycloa l ky l , 

optional l y subst i tuted ary l , haloa l ky l , - [Ci -Gg a l kyl] - C(0)N(R 5 6 )R §7 T 

-\Ci-Cs a l ky l ] ^R^Vt^-Cg alkylJ - R ^HCa-Gs aik2y | ] r ^ t 

-E&rGg alky l l - R ^ , and h o torocyc l y l (optional l y substituted by ono or more 

subst i tutonts se l ected from th o group consist i ng of ha l o, alky l , a l koxy and 

i m i dazoly l ); 

or whon Q i s - NfR 58 ) or a d i rect bond to R 68 ^ 68 may addit i ona ll y bo 
aminocarbony l , 
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a l koxyoarbonyl, a l ky l su l fony l , monoalky l am i nooarbonyl, 

d i a l ky l am i nocarbony l and C(-NR^)-MH 2 f 

or -Q-R 58 taken together represents C(0)OH, C(0)N(R S6 }R s? ^f 



56 




o 



R is chosen from the group cons i st i ng of hydrogen, a l kyl, ary l , ara l ky l and 
cyc l oa l ky l ; 

Prov i ded that when A i s - R * 6 or OR 56 ^ 59 cannot bo hydrogen, and when V 
is CH, R ** may add i t i ona ll y bo hydroxy; 

R 6 0 is chos e n from the group cons i st i ng of hydrog e n, a l kyl, aryl, ara l ky l , 
haloa l ky l , 

opt i ona l ly substituted ara l ky l , optiona l ly subst i tut e d ary l , OR 74 , S(0) t R 7 4 ? 
N(R^}R^ r N{R n )C(0)N(R^>R n r ^^)C(0)OR^^^ 74 )C(0) R^fCo-Os 
a l kyl] C(H)[C(0)R 74 } 2 and - [C o-Gg a l ky l ] C(0)N(R *)R**t 
R ^ i s chosen from the group cons i st i ng of hydrogen, a l kyl, cyc l oa l ky l , 
-[Gi-G 8 alkytJ-R ^H^-Cs lalkyl] R ^^Q^ alkyl] R 66 , acyl, C(0)R 63 y 
- C(O) — a l ky l J - R 63 , a l koxycarbony l , opt i ona ll y subst i tut e d 
ary l oxycarbony l , optional l y subst i tuted aralkoxycarbony l , a l ky l su l fony l , 
opt i ona ll y subst i tuted ary l , opt i onal l y substituted hotorocyc l yl, 
a l koxycarbony l alky l , carboxya l ky l , opt i ona l ly subst i tuted arylsulfony l , 
am i nocarbonyl, monoa l ky l am i nocarbony l , d i a l kylam i nocarbony l , opt i ona ll y 
subst i tuted ary l am i nocarbony l , am i nosulfony l , 
monoa l ky l am i nosu l fony l d i a l ky l am i nosu l fony l , ary l aminosu l fonyl, 
arylsu l fony l am i nocarbony l , opt i ona ll y subst i tut e d N - h e t e rocyc l yl, -C(=NH)- 
N(CN)R 5 6 , C(0)R 7B 44(R 66 )R 57 , C(O) N(R 56 )R 7g - C(0)OR 56 T 
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eaoh-R 63 and R 64 aro i ndopondont l y choson from tho group consist i ng of 
ha l oa l ky l , 

cyc l oa l ky l , (opt i ona ll y subst i tuted with ha l o, oyano, alkyl or alkoxy), 
carbocycly l (opt i onal l y subst i tuted with ono or more subst i tu e nts s ele ct e d 
from tho group cons i sting of ha l o, a l kyl and a l koxy) and h e t e rocyc l y l 
(opt i ona ll y subst i tuted w i th a l kyl, aralky l or alkoxy); 
e ach R 6 5 i s i nd e p e ndent l y chos e n from th e group consist i ng of halo, 
a l koxy, optiona l ly 

substitut e d ary l oxy, opt i ona ll y subst i tuted ara l koxy, opt i ona ll y subst i tuted 

- SfOK - R 77 , acylam i no, am i no, monoa l ky l amino, d i a l kylam i no, 

(tr i pheny l mothy l )am i no, hydroxy, m e rcapto, a l ky l sulfonamido; 

each R 66 i s i ndopondontly chos o n from tho group cons i st i ng of cyano, 

di(a l koxy)a l kyl, 

carboxy, a l koxycarbony l , am i nocarbony l , monoa l ky l am i nocarbony l and 
d i a l kylam i nocarbony l ; 

oach R 67 _R gg _-R $9 _R 7Q _R 72 > and R 7 * aro indopondont l y hydrogen or a l ky l ; 
e ach R 74 i s i nd e p e ndent l y hydrog e n, a l ky l , optiona ll y subst i tut e d ary l , 
optiona ll y 

substituted aralkyl or cyc l oa l ky l ; 

R 7 * is hydrogen, N0 2 , or to l uonosu l fonyl; 

e ach R 74 i s i nd e p e nd e nt l y hydrogen, a l ky l (opt i ona ll y subst i tut e d with 
hydroxy), 

cyc l opropy l , ha l o or ha l oa l kyl; 

oach R 7 * i s i ndopondont l y hydrogon, alky l , cyc l oa l ky l , optiona ll y 
subst i tuted ary l , 

optiona l ly subst i tuted ara l ky l , C(0)R 77 or - SO ^R 77 ! 

or-R 76 taken togothor w i th R 56 and th o n i trogen to wh i ch thoy aro attached is 
an optiona ll y 

subst i tuted N hotorocyc l y l ; 
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gf-R 76 takon tog e th e r w i th R 74 and tho n i trogen to wh i ch th e y ar e attach e d i s 
an opt i ona ll y 

substituted N hotorocycly l ; 

each R 7 7 is independent l y a l kyl, cycloa l ky l , opt i ona ll y subst i tuted ary l or 
opt i ona ll y 

subst i tuted ara l ky l ; and 

R 7 8 i s an am i no ac i d res i due; and 




PPA2 50 

or a pharmaceutical^ acceptable salt or prodrug of any of said inducible nitric 
oxide synthase inhibitors. 

23. (original) The method of Claim 22 wherein the antimicrobial 
compound comprises an antibiotic compound. 

24. (original) The method of Claim 22 wherein the antimicrobial 
compound comprises at least one compound selected from the group consisting 
of the following: amoxicillin, clarithromycin, rifabutin, bismuth subsalicylate, 
metronidazole, and tetracycline. 

25. (original) The method of Claim 22 further comprising 
administering to the subject an amount of an antisecretory compound or 
pharmaceutical^ acceptable salt thereof or prodrug thereof, wherein the amount 
of the inducible nitric oxide synthase selective inhibitor, the amount of the 
antibiotic compound and the amount of the antisecretory compound together 
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constitute an amount effective against the condition or disease of the 
gastrointestinal tract. 

26. (original) The method of Claim 25 wherein the antisecretory 
compound comprises a proton-pump inhibitor. 

27. (original) The method of Claim 26 wherein the antisecretory 
compound comprises omeprazole. 

28. (original) The method of Claim 25 wherein the antisecretory 
compound comprises an H 2 -receptor anatagonist. 

29. (original) The method of Claim 28 wherein the antisecretory 
compound comprises ranitidine. 

30. (original) The method of Claim 22 wherein the antimicrobial 
compound comprises a double anti-microbial composition consisting of a 
combination of two compounds selected from the group consisting of the 
following: amoxicillin, clarithromycin, rifabutin, bismuth subsalicylate, 
metronidazole, and tetracycline. 

31. (original) The method of Claim 22 wherein the condition or 
disease of the gastrointestinal tract is selected from the group consisting of 
inflammatory bowel disease, Crohn's disease, ulcerative colitis, peptic ulcer 
disease, gastric ulceration, duodenal ulceration, esophagitis, gastritis, ileitis, 
colitis, gastroesophageal reflux disease, irritable bowel syndrome, irritable bowel 
syndrome, paralytic ileus and diarrhea. 

32. (original) The method of Claim 22 wherein the condition or 

disease of the gastrointestinal tract is inflammatory bowel disease. 

33. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is Crohn's disease. 

34. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is ulcerative colitis. 
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35. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is peptic ulcer disease. 

36. (original) The method of claim 35 wherein the condition or 
disease of the gastrointestinal tract is gastric ulceration. 

37. (amended) The method of claim 235 22 wherein the condition or 
disease of the gastrointestinal tract is duodenal ulceration. 

38. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is gastritis. 

39. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is ileitis. 

40. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is colitis. 

41. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is esophagitis. 

42. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is gastroesophageal reflux disease. 

43. (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is irritable bowel syndrome. 
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